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Background: Voriconazole is a second-generation triazole antifungal with broad-spectrum activity against Aspergillosis, metabolized mainly by CYP2C19 in the liver. Despite the use of weight-based dosing, plasma voriconazole blood levels show inter-individual variability, which is attributed to many factors such as weight, age, food, drug interactions, and CYP2C19 polymorphism. Voriconazole metabolism in pediatrics has been reported to be profoundly impacted by CYP2C19 genotypes. 

Aim: To evaluate the frequencies of CYP2C19 variant alleles (*2, *3, and *17), genotypes, and phenotypes in Egyptian pediatric cancer patients and to investigate the correlation between CYP2C19 genetic variability and other factors with voriconazole plasma levels.

Methods: This study was conducted on 100 pediatric cancer patients with probable fungal infection treated with voriconazole. DNA was extracted from blood samples and analyzed by the TaqMan SNP genotyping assay. Identified genotypes were classified accordingly into various predicted phenotypes.

Results: Voriconazole plasma levels widely varied, with only 49.5% reaching therapeutic levels. Frequencies of CYP2C19*2 and *17 allelic variants were 10.6 and 18.3%, respectively, while allele *3 was not detected in the study population. A significant correlation was found between plasma levels and CYP2C19 phenotypes: ultra-rapid metabolizers had statistically significantly lower plasma levels (P=0.003) relative to the extensive metabolizer genotype.

Conclusion: Determination of CYP2C19 genotype at initiation of therapy, followed by drug monitoring, would serve as a valuable tool for the optimization of voriconazole therapy for pediatric cancer patients. It would also be an essential step in advancement of precision medicine to optimize therapeutic efﬁcacy and minimize toxicity. 
Keywords: CYP2C19 polymorphisms, voriconazole, invasive fungal infection, precision medicine, therapeutic drug monitoring(TDM). 

Biography

Dina Saeed, senior researcher in children cancer hospital 57357 (CCHE), Egypt, has two years’ experience in immunology and genetic research and five years’ experience as senior clinical pharmacist in CCHE. She graduated with bachelor degree from faculty of pharmacy Cairo university in 2013 and now pursuing a master's degree of pharmacy in microbiology and immunology field. She had Extensive knowledge of Tumor Immunology research and strong educational background in Immunology, supported by field research and professional work experience in Oncology. She followed post-graduate courses in immunology and genetics. 

Presenting author details 
Full name: Dina Saeed Said Ahmed Mostafa
Contact number: 01118802433
Twitter account: NA
Linked In account: https://www.linkedin.com/in/dina-saeed-a71483176/
Session name/ number:
Category: (Poster presentation)


